This report is required by law (7 USC 2143). Failure to report according to the regulations can 
result in an order to cease and desist and to be subject to penalties as provided for in Section 2150 
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ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 


2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as registered with USDA, 
indude Zip Code) 

ELAN PHARMACEUTICALS, INC. 

800 GATEWAY BLVD. 

SO.SAN FRANCISCO. CA 94080 


3. REPORTING FACILITY (List all locations where animals >vere housed or used in actual research, testing, teaching, or experimentation, or held for these purposes Attach additional 
sheets if nec' 2 i;sary.) 


FACILITY LOCATIONSi's/fes) 



REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets //necessary or use APHIS FORM 7023A } 
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Welfare Regulations 
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ASSURANCE STATEMENTS 


1) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs, prior to. during, 
and following actual research, teaching, testing, surgery, or experimentation were followed by this research facility. 

2) Each principal investigator has considered alternatives to painful procedures. 

3) This facility is adhering to the standards and regulations under the Ad. and it has required that exceptions to the standards and regulations be specified and explained by the 
principal investigator and approved by the Institutional Animal Care and Use Committee (lACUC). A summary of all the exceptions is attached to this annual report. In 
addition to identifying the lACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as virell as the species and number of animals affected 


4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other 
aspects of animal care and use 
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1 . Registration Number: 93-R-0280 / 11 1 7 
2/3. Species (common name) & Number of animals used in this study: 
Guinea Pigs (521) 


4. Explain the procedure producing pain and/or distress. 

1. Blood sampling via toenail clip. The discomfort experienced by the guinea pigs during toenail clipping appears 
identical to that of any blood collection technique. Through observation, this technique may be better tolerated by guinea 
pigs than venipuncture blood collection methods. There is no bruising evident at the blood sampling site, the animal does 
not appear distressed, and there is minimal effect on the animals gait following the procedure. The toenail clip method in 
the guinea pig is the most effective manner by which to complete multiple PK time course bleeds on an individual animal. 

2. Immunization of guinea pigs and corresponding development of Experimental Allergic Encephalomyelitis (EAE). 
Immunize each guinea pig by 5 intradermal injections of 120ul in shaved area with the immunogen emulsion. Each 
animal receives 75-150mg GPBSC (Guinea pig Brain/Spinal Cord) homogenate/ 1-3mg M. tuberculosis/ 0.6ml. The 
immunized animals are expected to develop hind limb paralysis approximately 10-17 days post immunization. Clinical 
scores will vary between 1-7 (7 being the most severe). An appropriate intervention will occur depending on the clinical 
score of the animal. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determine 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) 

1 . In PK studies, drug-drug interactions from anesthetics can significantly affect the metabolism of our test compounds in 
unpredictable ways, thus we do not use anesthesia during our blood sampling procedures. 2. In EAE studies, the use of 
analgesics in inflammatory mediated models such as EAE is contraindicated. Many such drugs, including the popular 
non-steroidal anti-inflammatory drugs(NSAIDs) and opiate receptor agonists, ie. Morphine, possess anti-inflammatory 
properties which could potentially interfere with the model in an unpredictable fashion. Possible side effects resulting from 
the use of analgesics in EAE include altering the immune response through inflammatory mediator and cytokine 
regulation. The development of a coordinated autoimmune response is critical for the progression of pathological 
changes in EAE that recapitulate human multiple sclerosis. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title 
number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

Agency: CFR: 
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